DO THE CODES APPLY TO MY
RESEARCH?

45CFR46



Codes of Research Ethics

1e Nuremberg Code
1e Declaration: Of Helsinki
1e Belmoent Report

CIONIS/MWHOr International Ethical
Guidelines Eor Biomedical Research
Invelving Human' Sukjects

|CH/GCP-International Conference on
Harmonization- Gooed Clinical Practice




IHow: are cedes and guidelines to he
used?

ASplirations, fundamental PIHRCIPRIES 6F
Ues?

Universal?

Aldselute’ or subject o) revision and
Interpretation?



U.S. Eederal Regulations and
Guidelines

Title 45 US CER.46

x [[he Common Rule
s Additionalfsubparts

NIIH Bolicy and Guidelines en Women,
ethnic minorities and children

21 CER. 50 ANDI56- EDA Regulatiens
NIFFEWA



US Federal Regulations

Whes required torfollew the federal
fegulatiens?

Hew: muchl roomiIs there for
Interpretation?



Resealchi ethics are hreader anad
deeper than: any: actual or
POSsIkle regulatiens or cedes
couldl encompass



Nuremiberg Code: 1947

Nazl doctor's trial

I3 response ter eExXpPerments: dene with
BIISGNENS I’ CONCENLration camjps

Authoers were American
10 principles




Nuremiberg Code: 1947

1 Tfhe veluntany: consent off the hunan
suject Is alselutely essential

2. The experiment should lae: such as to
yield firuitiul results fer the goed of seclety.
URprecurakie by ether means:.. ana net
fandem’ and URREcessany Infnature




Peclaration: ©fF Helsinki

Woerld Medical Assoeciation
BY: physicians for physicians

AHIVIng® decument revised multiple times
(1964, 75, 83, 89, 96, 2000)


http://www.wma.net/

Declaration Of Helsinki

AWMAas prepared the following
[Ecommenaations asa guide e evenry: physician
I BIGMEedical researcn... stanaards as aranea. are

only.a guiaerto) PysIclians all Gver: e word.: -
(1983, 1989, 1996)

WIVIAThas develeped the Declaratien... as;a
Statenient: o1 ercal prricipIes 1o, Proviae
quiaance o prAysIclans: ana. GHier: particlipants i
meaqical researchinvoelving Uman SUGJECES: 2oo)



Declaration Of Helsinki
pre-2000! contHputiens

Fherapelitic Versus nen-therapeutic
[[esearch

Independent review: of the “Design
and perfermance off each
experimentaliprocedure-clearly.
feormulated 1nra SpeCIiic protecel”



Declaration Of Helsinki
pre-2000) contributions

EXplicIty allewead permission femsa
legal guardian

Research not I accordance With
IHelsinkif principles should not e
acecepted for puklication.



Declaration Of Helsinki 2000

Greatly expanded
Change In structure

Generated censideranie contieversy.
n 729 Use of placehos
s #30- ebligatiens for treatment pest-trial



Declaration of Helsinki @ooo)

he benefits, rsks; burdens anad
effiectiveness of a new: methed should e
tested against these ofi the hest current
prophylactic; diagnostic, and therapeutic
MENGAS. /175, GGEes oL ExXclUGE e Use
o1 placeno), 61 o) ieatment, /1 Sstta/es
Wiere 1o, Provern: propRyiactic, alagqnostc,
ana. therapeutic imerioa exists (+#29)



Declaration of Helsinki
clanfication 2002

Reafiirmed: essence: off #29

Allowed for ethically’ acceptanie
exceptions:

s compelling and scientifically seunad
Methedolegical reasens

= Miner condition and nor additional risk of
Serious or Irreversible harm



Declaration Of Helsinki
(©0]0)0))

At the conclusion of the study, every.
patient enterediinter the study sheuld
9e assured of access to the lhest
PreVER| prophylactic, diagnestic, anad
therapeutic metheds identified by the
study (#30)



Declaration of Helsinki
clarfication 2004

e WIMA reaffirms Its; position that It IS
AEecessaly during| study: planning process to
identiiy, pest-trialt access by study: participants te
prephyilactic, diagnostic, o) therapeutic
procedures identified as heneficial 1n the: stuady
OJf aCCESS, 10 Gther approprate care. Post-tral
ACCEsS alrangements o1 other care must e
describediin the: study: protecel so the ethical
[eview committee can consider [them]...”



Declaration Of Helsinki
(©0]0)0))

Medicaliresearch IS, enly: Justified I there Is
a reasenablelikelinced that the
popUIatIeRS I WRICHI FESearchiis cariead
EU stand ter benefit frem the research
(#19).



The Belmont Report

National Commission fer the Pretection of Human Subjects of
Biomedical andl Behavieral Research) 1979

Belndares hetWween research and: practice

Ethicall principles Underying the conduct
Off researchn:

s Respect for persens
= Benetficence
= Justice



RESPECT Fol PEISONS

Individbals sheuld be; treated as
altenemous; agents (capanle ofi seli-
determinauoen)

Persons with diminished autenemy
deserve protection

Application: Informed consent



Beneficence

Wo generall complementany: rles:
x DO RETE harm

n Viaximize possikle benefits and minimize
pPoOssIkle hamms

Application: Risk/Benefit assessment



Justice

EAlrRess In the distrbution of the henefits
and Burdens ofi research (distrbutive
Jjustice)

Application:

x Falr precedures and outcomes Ini the selection
off subjects

s Protection of vulnerable suljects



International Ethical Guidelines-
CIOMS

Councitfor Internationall @rganizations: of
MedicalrSeiences: (C1ONS)H/ANHO)

Application eff the' Declaration of Helsinki
I develepingl countries


http://www.cioms.ch/

CIOMS guidelines

Ethicall review of epidemielogical
StUdIEes 1991, draft 2005

International Ethical- Guidelines for
Biomedical Research Invelving
HUman SUBJects 1993, 2002



CIOMS International’ Ethicall Guidelines
fior Blomedical Researchi Invelving
IHUman SUBJects, @ooz

24 Guldelines with extensive commentary

2002 adaitiens:

s Ethical justification and scientific validity: (1)

a Benefits and Risks (#8)

s Limitatiens on rsk fer those Who: canmnot consent (729)
a Choice of controls (#11)

a Strengthening capacity (20)

a Obligatien ofi external Spensers for health care
senvices (#21)



CIOMS Internationall Ethicall Guidelines

REesSponsiVENESS 1o the health neeads
and PreMtIES off the communIty,

‘Reasoenanie availability:

RIghts eff sSubjects te compensation
fior researchi injury.



ICH Harmonised Tripartite
Guideline-GCP: (1996)

Objective: =...te) provide a unified standarad o
the European: Unien;, Japan, and the ULS....lor
mutual acceptance: off clinicall data By regulatery
authernties In these jurisdictions”

GCP-*. an intermatoenall ethicaliand scientific
guality’ standard for designing, conducting,
recording), andtreporting trials that involve the
participation eff human subjects™



|CH-GuIdeline for Good Clinical
Practice

“Compliance With this; standard prevides public
assuance: that the rights, safety, and well-heing
Of trial sujects; are protected, consistent With
the principles that have thelr erginiin: the
Declaration’ off Helsinki; and that the' clinical data
are creadible” (ICH-E6)

Adopted by US EDA as Goed Clinicall Practice:
Conselidated Guideline (L997)



A5CFR.46 Protection ofi Human
Subjects

PHSI pelicy: 1966
NatienaltResearch Act (1974)
DIHEW. regulations; (1961.)

The Common rule- 17 Federall agencies,
Including DHES (1991)



A5CFR.46 Protection ofi Human
Subjects

Compositien: and functien; ol a lecal
nstitutienal review' boeard (1RB)

IRB te assure that risks are minimized,
[esealichl rsks) are reaspnanie i relatien toe
expected Penefits, sukject selection Is
eguitanle; andiinformed consent Willfibe
ehtained frem’ each suject.



45CFR 46

Stbpart B="Eetlses, pregnant Wemen, and
RUman /i vitro fertilization

Suppart C- PrASGNErS as subjects
Stubpart D= Children
Zftiture supparts?



NIH guidelines on the inclusion: of
WOmEen anadi minerties

NIE Reauthorization Act  @osz).

Women and memieers off ethinic minenity,
greups are te be included (seme
exceptions)

Ouitreach pregrams: fior recruitment

Suffficient te; provide: for a validkanaly/sis of
differences; between greups



NIH Policy: and Guidelines on the lnclusion
of Children as Participants; inf Research

=..children must e included i all
AUMan; suljects researnch, conducted
Ol supported by the NIH; unless; there
are sclentific: and ethicall reasens not

to Include them...” (ffective October 1, 1998)



Assurance ofi Compliance with Federal
Regulatiens

@ifice off Human Research Protections
(OHRP)

Assuirance: (FWA)

Intramural Office: off Human Stbjects
Research


http://www.hhs.gov/ohrp

FDA REGULATIONS

2ACER.50r Protection off IHunian SUkjects
(Infermead censent)

a SUbpart Dronrresearch with children

2ACER.56 IRB compositien and functien

Some differences from: the common: rule.



FDA REGULATIONS

Palit 54-Einancial disclostre
Paiit 312- INDrapplications
Part $14- new ditig applicatiens

Guidances and Information sheets


http://www.fda.gov/oc/gcp

S0, Which rules and guidance
should' | fellow?

EGIF 1eaerally, inaea iesearchs: 45
CER.46;, subppart A or the common
ule

EQr NIS Ttinaea reseanch- 45 CER.46)
Subparts' A throughrD; andNIIH
guidelines



S0, Which rules and guidance
should' | fellow?

EGI fesearch testing a arg, vIe/6gIc;
or: gevicerthat WillFtltimately: e
submitted for EDA appreval- 21 CER.
50/ and 56 and IICH/GCP

[ albeve thals are: /mnaea by NIH-
alsor 45, CER.46,and NIH guidelines



S0, Which rules and guidance
should' | fellow?

[Fyeuiwant te puklish yeu: research
I a majer medicalfjournal-
Peclaration of Helsinki



S0, Which rules and guidance
should' | fellow?

EOr Internationall researcn:

x Knew the legal and ethical reguirements of
the host jurisdiction

s CIOMS guidelines and: Helsinki

s | NIH fiunded- 45, CER 46



CIOMS
MPA
OHRP
45CFR46
ICH
OHSR
IRE

ALPHABET SOUP
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